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I. Introduction

On behalf of the Dietary Supplement Safety and Science Coalition (“DSSSC”), these
comments are submitted for Food and Drug Administration consideration in establishing the U.S.
position on the World Health Organization’s (“WHOS”) proposal to add several substances to
schedules of the 197’1 United Nations (“UN”) Convention on Psychotropic Substances (“1971
Convention”) of the upcoming (March 16-25, 1999) meeting of the UN Commission on Narcotic
Drugs (“CND”).

The DSSSC is comprised of several businesses in the United States that either manufacture
or distribute dietary supplement products containing herbal ephedra (and therefore low levels of
naturally occurring ephedrine alkaloids) in the United States and globally. The members of the
DSSSC are: The Chemins Company, Inc., Enrich International, Inc., Market America Inc.,
Metabolize International, Inc., Natural Balance, Inc., Omnitrition International, Inc., and Starlight
International, Ltd. The DSSSC was organized to support and develop consistent and responsible
standards for the safe consumption of dietary supplements, including the use of science-based
approaches when addressing regulatory issues concerning dietary supplements generally, and
ephedra in particular.

Specifically of concern to the DSSSC is V7H0’S Expert Committee on Drug Dependence’s
(“Committee’s”) misguided recommendation that the UN add ephedrine to Schedule IV of the 1971
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Convention.f The DSSSC strongly objects to the WHO’s recommendation generally, and objects
particularly if it applies to herbal ephedra prodttcm.

This recommendation, and the proposed scheduling, are based upon little or no scientific
evidence. The DSSSC believes the factual record is inconclusive with regard to ephedrine, and
completely devoid of support with regard to dietary supplement products that contain herbal

&a. NO aPP~ent distinction h~ been made in the recommendation be~een ephedrine ~d
herbal ephedra, despite significant differences in the potential for abuse or misuse of the substances.
Herbal ephedra has been consumed safely and beneficially in traditional herbal products for more
than 5000 years in China, and for centuries in other countries. Today, herbal ephedra is widely and
beneficially used in the United States and throughout the world in lawful food and dietary
supplement products.

The DSSSC therefore believes that the U.S. should oppose this recommendation and vote
against the scheduling of herbal ephedra. A recommendation in favor of scheduling would act to
the detriment of consumers who purchase lawful food and dietary supplement products that contain
herbal ephedra, and the many companies that manufacture and produce such products. In fact, the
U.S. Small Business Administration has emphasized in comments to the FDA the importance of this
marketplace.2 Millions of Americans consume dietaty supplements containing herbal ephedra every
year and several hundred thousand small businesses are involved in the manufacture, distribution,
and sale of these products.

II. Overview of the DSSSC’S Position

The DSSSC opposes adding ephedrine to any schedule of the 1971 Convention. The 1971
Convention focuses on the risks associated with the potential for dependence and abuse of a
substance and sets forth specific criteria required to justify scheduling as a controlled substance.
There is little evidence, however, that ephedrine itself has been abused (i.e., that it produces a state
of dependence and mood alteration sufficient to create a public health concern). In fact, the VVHO
report cited in the January 11, 1999 Federal Register notice indicates that the illicit traffic in
ephedrine is “presumably associated” with abuse; evidence of an international problem of
dependence and addiction is lacking, particularly in the United States. Thus, it is clear that ephedrine
does not satis~ the requirements under the 1971 Convention to warrant international scheduling as
a controlled substance. Furthermore, the United States Congress has addressed ephedrine and
determined that the substance should be regulated as a “listed chemical” and not a controlled
substance. Therefore, the United States representatives to the CND should adhere to the policies
set forth by Congress and oppose the proposed scheduling of ephedrine.

1 In addition to the substantive issues raised herein, the DSSSC believes the procedures implemented by the WHO
failed to comply with WHO guidelines and general principles of equity and fairness. The WHO recommended the
scheduling of ephedrine without providing interested parties with its final report on this issue. The WHO also
failed to have appropriate expert committees review the ephedrine scheduling proposal prior to initiating the
scheduling process. Although the WHO is allegedly committed to ensuring the principles of openness and
transparen~, these principles have been abandoned in the instant case. The DSSSC believes the U.S. should
consider the flaws in the WHO’s procedural mechanisms as part of its evaluation of the ephedrine scheduling
decision.

2 & Comments from the Small Business Administration to FDA regarding FDA’s proposed rule for dietaty
supplements containing ephedrine alkaloids, (February 3, 1998) (Attachment A).
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Importantly, however, even if ephedrine is scheduled, the DSSSC urges the United States to
vote to exclude herbal ephedra and dietary supplement products that contain herbal ephedra from
any restrictions imposed on pure ephedrine. There is no credible evidence of abuse of herbal
ephedra or dietary supplement products that contain herbal ephedra. Herbal ephedra does not
behave like pure ephedrine when ingested and has weaker effects. In addition, dietary supplement
products are compounded in such away that they present only a negligible risk, if any, of misuse.
There is simply no evidence that herbal ephedra produces a state of dependence or addiction,
particularly when present in low levels in dietary supplement products. Herbal ephedra and
products containing herbal ephedra meet none of the criteria required for consideration of
scheduling under the 1971 Convention. Consequently, herbal ephedra should be exempted from
any scheduling, regardless of the imposition of any restrictions that maybe placed on pure
ephedrine.

The WHO’s concern regarding ephedrine appears to focus on the ingredient’s potential use
as a precursor in the manufacture of methamphetamines, rather than its abuse potential. The WHO,
however, has failed to make the legally required distinction between precursor use and abuse. While
the 1971 Convention focuses on the risks associated with scheduled substances themselves, the 1988
UN Convention Against Illicit Traffic in Narcotic Drugs and Psychotropic Substances (“1988
Convention”) was enacted to address the illicit production of, and traffic in, narcotic drugs. Thus,
the 1988 Convention, not the 1971 Convention, is the only proper mechanism designed to address
these precursor concerns. The potential use of a substance as a precursor ingredient should be
irrelevant to the decision regarding scheduling under the 1971 Convention.

In any event, concerns regarding the precursor use of ephedrine have been addressed;
ephedrine is included in the 1988 Convention and is subject to extensive controls arising from its
precursor status. Sufficient controls already exist in the U.S. to handle any potential problems
involving the use of ephedrine as a precursor as the substance is already a” listed chemical” under
the Controlled Substances Act.

Even if potential precursor use is erroneously considered in the CND’S scheduling decision,
little or no evidence indicates that herbal e~hedra, or the products in which it is contained, are used
as precursors in the illicit manufacture of methamphetamines. Although the Drug Enforcement
Administration (“DEA”) alleges that there are instances where herbal ephedra was seized as a
potential precursor in the production of metharnphetamines, this data is controversial and highly
suspect. DEA evidence was seized during routine enforcement actions, without accurate record-
keeping or documentation sufficient to support worldwide regulato~ action. There is no evidence
regarding the context in which herbal ephedra was used, and most importantly, there is no
documented evidence regarding the form of the herbal ephedra seized. DEA reports fail to
distinguish between bulk ephedra and dietary supplement products that contain ephedra and
numerous other ingredients. In fact, it now appears that at most, only one instance identified by
DEA involved dietary supplement products that contain ephedra - and even this one incident is
subject to significant dispute. There have been no confirmed incidents where dietary supplements
that contain herbal ephedra have been used to produce metharnphetamines. The DEA’s
questionable data clearly should not form the basis for the U.S. to conclude that herbal ephedra is
subject to abuse and therefore should not lead to the scheduling of herbal ephedra as a controlled
subst ante.
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III. Ephedrine, and Especially Herbal Ephedra, Should Not be Scheduled
Internationally as There Exists Little or No Evidence of Abuse

A. Criteria for Scheduling under the 1971 Convention

There is no satisfactory basis for the findings required, under Article 2, paragraph 4 of the
1971 Convention, to justify scheduling herbal ephedra as a controlled substance. Paragraph 4 states:

4. If the World Health Organization finds:
(a) That the substance has the capacity to produce.,

(b)

B.

(i)(l) a state of dependence~and” “
(2) central nervous system stimulation or depression, resulting in hallucinations or

disturbances in motor function or thinking behavior or perception or mood, ~
that there is sufficient evidence that the substance is being or is likely to be abused so
as to constitute a public health and social problem warranting the placing of the
substance under international control,

the World Health Organization shall communicate to the Commission an assessment
of the substance, including the extent or likelihood of abuse, the degree of
seriousness of the public health and social problem and the degree of usefulness of
the substance in medical therapy, together with recommendations on control
measures, if any, that would be appropriate in the light of this assessment. (emphasis
added).

There is No Significant Evidence of Abuse of Herbal Ephedra

Although some countries have reported past or present abuse of ephedrine, these reports
primarily focus on synthetic and/or pure ephedrine single ingredient products. There is little or no
evidence that multi-ingredient ephedrine, herbal ephedra, or dietary supplements containing herbal
ephedra are subject to abuse.

Regardless of the findings regarding ephedrine, herbal ephedra, due to significant
distinctions from ephedrine, meets none of the criteria required for it to be considered for
scheduling under the 1971 Convention. In order for herbal ephedra to be scheduled under the 1971
Convention, it must be determined that the substance is (1) capable of producing a state of
dependence; (2) capable of producing central nervous system stimulation or depression, resulting in
hallucinations or disturbances in motor function or thinking behavior or perception or mood; ~
(3) likely to be abused so as to constitute a public health and social problem. The WHO has failed
to set forth adequate evidence in support of any of these criteria. There is no evidence that dietary
supplements containing herbal ephedra produce a state of dependence, nor is there any evidence of
widespread addiction to such products.’ Furthermore, dietary supplement products containing
herbal ephedra have not been known to cause hallucinations or disturbances in motor function. In

3 Such products do not produce a state of “euphoria” and have no functional resemblance to currently controlled
substances.
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fact, there is absolutely no mention of abuse of herbal ephedra in DEA’s April 17, 1998 comments
to FDA regarding abuse and trafficking data for ephedrine.

The lack of significant evidence of abuse of herbal ephedra and products containing herbal
ephedra is linked in part to the fact that herbal ephedra does not behave like pure ephedrine when
ingested and thus has weaker effects. The differences between herbal ephedra and pure ephedrine
are believed to be due to (1) the slower absorption of ephedrine alkaloids from herbal ephedra than
from pure ephedrine, and (2) the presence of other constituents in herbal ephedra that may counter
the effects of the ephedrine itself. The WHO itself has acknowledged the distinction between
ephedrine and herbal ephedra. The WHO noted that “when abuse exists, it seems to involve
ephedrine single entity products.”4

Given the lack of an abuse problem for herbal ephedra, there is no basis for concluding that
herbal ephedra constitutes a public health and social problem justifying scheduling according to the
1971 Convention. Consequently, herbal ephedra and foods and dietary supplements that contain
herbal ephedra should be exempted from scheduling even if ephedrine is added to any schedule
under that Convention.

C. There is No Evidence of an International Problem Involving the Abuse of
Ephedrine or Herbal Ephedra

In its Critical Review Document on ephedrine, the WHO admitted the difficulty involved
with assessing the actual level of ephedrine abuse due to the “long history of generalized safe use of
the ephedrine alkaloids in OTC preparations.”5 The WHO reported that ephedrine is available for
medical use in forty-six countries around the world, yet alleged that only twelve countries reported
“past or present abuse or illicit traffic in ephedrine presumably associated with its abuse.”A

Upon careful review, however, it appears as if only two countries reported ephedrine
“abuse” - and no countries provided confirmed evidence of “abuse” of dietary supplement products
that contain herbal euhedra. A review of the responses of these twelve countries in the WHO’s
Critical Review Document therefore reveals that the information the countries provided regarding
the use of ephedrine within their borders does not justify scheduling ephedrine, herbal ephedra, or
dietary supplement products containing herbal ephedra as controlled substances according to the
requirements set forth in Article 2, paragraph 4 of the 1971 Convention.

Of the twelve countries cited by the WHO in its recommendation:

. Belgium indicated that the “level of abuse does not justi$ controlling ephedrine as a
narcotic or psychotropic drug”;’

4 64 Fed. Reg. 1629, 1630 (Jan. 11, 1999) (emphasis added). The WHO also noted that in the United States only,
there is some evidence that combination products containing ephedrine have also been abused.

5 WHO Critical Review Document on Ephedriie, Annex 2 (Page 9).

6 64 Fed. Reg. 1629, 1630 (Jan. 11, 1999).

7 WHO Critical Review Document on Ephedrine, Annex 2 (page 8).
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. Three countries (China, Germany, and the Sudan) reported to the WI-IO that past abuse
ceased after domestic regulations addressing ephedrine were enacted. These countries
no longer experience ephedrine abuse problems;

● Three countries (Finland, France, and Thailand) reported only “a few” cases of
ephedrine abuse;

● One country (Burkina Faso) provided no information on ephedrine abuse;

● One country (Ireland) reported “abuse” of ephedrine, but used that term to describe the
substances’ misuse as a precursor for methamphetamines;

● One country (Slovakia) described “a few cases of misuse,” not abuse;

● Only two countries (the United States and Costa Rica) reported ephedrine abuse, and
only the United States mentioned potential abuse of ephedrine contained in herbal
preparations. As noted herein, however, there is no evidence of “abuse” of dietary
supplement products that contain herbal ephedra in this country.

It is clear that the overwhelming majority of the forty-six countries in which ephedrine is
available for legitimate purposes indicate no ephedrine abuse problem. Of the melve countries that
the WHO reports indicate some type of abuse problem, three countries state no current abuse
problem exists, one country flatly rejects the need to address any abuse problems with scheduling,
and one country provided no information at all. While five countries report a few cases of abuse, it
is unclear even for these countries if the term “abuse” is being used correctly. Only one country
other than the United States reported abuse of ephedrine. International scheduling of ephedrine is
unfounded based on the reports of only two countries of any current ephedrine abuse problems at
any significant levels. Scheduling of herbal ephedra or dietary supplements containing herbal
ephedra is even less justified in light of the fact that only the United States even mentioned these
products, and evidence of abuse of these products is lacking.

D. There is Little Evidence of Use of Herbal Ephedra as a Precursor in the Illicit
Manufacture of Methamphetamines

As an initial matter, the potential use of ephedrine or herbal ephedra as a precursor
ingredient should be irrelevant with regard to deciding whether to schedule a substance under the
1971 Convention. Nevertheless, there-is little or no e~dence that herbal ephedra or dietv
supplements containing herbal ephedra have been successfully used as a p~ecursor for illici’tdrug
production. Pure or Syithetic ephedrine is the substance typically used t: manufacture
methamphetamines and similar controlled substances. In contrast, it is expensive and chernicallY
difficult to use herbal ephedra or dietary supplements containing herbal ephedra (and therefore low
levels of ephedrine alkaloids) to manufacture methamphetamines. In fact, it is virtuallY impossible. .
to convert dietary supplements containing herbal eph~dra to produce methamphetamines using the
DEA “street method published in The Journal of Forensic Sciences, Vol. 40, no. 4, TUIY1995.8
This is due to the (1) r~latively small con~entration of ephedrine generally found in ~erbal ephedra
and products containing herbal ephedra, (2) the large quantity of a variety of solvents that would be
needed to extract ephedrine from herbal ephedra, and (3) the expense, scientific complications, and
inconvenience of this process.

8 ~ April 8, 1998 report from Hauser Laboratories Services (Attachment B) (“Based on our analysis, it does not
appear that this published method can be used to make methamphetamines ....“).
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1. Using Dietary Supplements Containing Herbal Ephedra as a
Precursor is Not Chemically Feasible

There is ample evidence that it is not chemically feasible to use dietary supplements
containing herbal ephedra to produce methamphetamines. A recent attempt by a well-respected
scientific lab to make metharnphetarnines from dietary supplements containing herbal ephedra did
~ succeed in that effort; Q methamphetamine was produced when using dietary supplement
products containing ephedrine alkaloids.9 The complex matrix of herbs and other ingredients
present in this type of dietary supplement is not conducive to easy conversion to produce pure
ephedrine, which in turn makes conversion of the ephedrine into methamphetamines or other
controlled substances difficult, if not impossible.

2. The Costs of Synthesizing Methamphetamines from Dietary
Supplement Products Containing Herbal Ephedra are Prohibitive

As noted, the use of dietary supplement products that contain herbal ephedra to produce
methamphetarnines is not chemically feasible. Even if such use was chemically feasible, dietary
supplements that contain herbal ephedra are not likely to be used for their ephedrine content to
make methamphetamines due to the relative high cost of these products (even if purchased on a
volume discount basis) and the relatively low amount of ephedrine alkaloids in each bottle of
supplements.

The economic viability of using a substance to produce methamphetamines or other
controlled substances should be considered when evaluating whether a substance should be
scheduled. For instance, the Committee noted that for one plant-based ingredient under review, the
introduction of the ingredient into the illicit market place was “not economically viable either by
synthesis or extraction from plant material.”1° Similarly, in the instant case, it would not be
economically viable to utilize herbal ephedra dietary supplement products to synthesize ephedrine
and metharnphetamines. Producing one kilogram of illicit methamphetamines from herbal ephedra
itself would require 2000 kilograms of solvents to extract the ephedrine from 200 kilograms of raw
ephedra herb. A 3000 liter volume container would be required for the process. Using dietary
supplements containing herbal ephedra would increase the difficulty and cost of this operation.
Accordingly, the prohibitive economic costs associated with converting dietary supplement products
that contain ephedra into ephedrine, and subsequently converting the ephedrine into
methamphetamines or other controlled substances, must be considered when determining if such
products should be regulated and classified.

9 ~.

10
-.55 Fed. Reg. 50404 Pec. 6> 1990) (emphmis addeq.
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3. DEA Data From Methamphetamine Laboratory Seizures Support the
Conclusion That Dietary Supplements Containing Herbal Ephedra
Are Not Being Used as Precursor Chemicals

DEA has failed to identify a single confirmed instance where dietary supplement products
that contain herbal ephedra have been used to produce methamphetamines. While DEA alleges
instances of seizures of herbal ephedra at clandestine drug laboratories since 1993, DEA’s allegation
appears to have no relevance to dietary supplement products that contain ephedra. According to a
DEA report from May, 1997, DEA has documented instances where “ephedra plant materials or
extracts of ephedra have also been used as a starting material for the clandestine preparation of
methamphetarnine.” 11 DEA, however, has failed to acknowledge the critical distinction between
ephedra plant materials and dietary supplement products that contain ephedra. Of the instances
where herbal ephedra was allegedly used as a precursor, ~ of these instances clearly involve
dietary supplement products that contain ephedra.”

The absence of evidence supporting the use of dietary supplement products that contain
herbal ephedra to synthesize methamphetamines is to be expected. The procedure to synthesize
ephedrine, and subsequently produce methamphetamines, is complex, if not impossible, when the
starting material is ephedra plant materials or diluted extracts of ephedra plant materials.
Importantly, however, the level of complexity increases exponentially when the starting material is a
dietary supplement product that contains herbal ephedra, and the complexity further increases as
other natural ingredients are combined with herbal ephedra. Dietary supplement products that
contain ephedra typically contain numerous other ingredients, including stabilizers, fillers, other
herbs, vitamins, etc. Extracting pure ephedrine from a multi-ingredient dietary supplement product
is an arduous, expensive, and time-consuming task that effectively removes such products from use
as precursor materials. DEA’s assessment that ephedra could be used “experimentally” to make
methamphetamines was based on DEA’s use of the raw herb ephedra, not dietary supplements
containing a number of ingredients. 13

Furthermore, DEA, in a recent proposed rule to exempt certain chemical mixtures that
contain regulated chemicals under the 1993 Domestic Chemical Diversion Control Act,
acknowledged that dietary supplements were rarely encountered at illicit laboratories. According to
DEA, the “frequency with which these products [dietary supplements containing herbal ephedra] are
encountered is small.”l+ In its proposed rule, DEA noted the difficulty of using either (1) dietary
supplements containing herbal ephedra at low levels or (2) multiple ingredient products containing
higher concentrations of ephedrine alkaloids, in the illicit production of methamphetarnines.*5

11 Department of Justice (“DOJ”), Ephedra A Potential Precursor for D-Methamphetamine Production (May
1997) (“DOJ Paper”), Page 1.

12 Four instances cited by DEA refer to the seizure of raw materials such as raw herbal ephedra. In one instance, the
DEA report refers to the seizure of “ephedra tablets originating from a pharmaceutical com~any.” It therefore
does not appear as if any of the seizures involved dietary supplement products that contain herbal ephedra. There
is also no evidence that the seized materials were used to produce methamphetamines. ~.

13 ~.

14 &63 Fed. Reg. 49506,49507 (September 16, 1998).

15 ~. at 49509.
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Consequently, there is no credible evidence that herbal ephedra, and in particular, dietary
supplements containing herbal ephedra, will be diverted to manufacture methamphetamines. Using
supplements to extract ephedrine for the manufacture of methamphetamines is neither practical nor
chemically feasible.

IV. The U.S. Congress, DEA, and FDA Have Never Determined That Ephedrine
Presents a Potential for Abuse Requiring A Ban On Over-The-Counter Availability

A. Federal Laws and Regulations

The laws and regulations currently in place in the U.S. addressing ephedrine or herbal
ephedra follow the provisions set forth in the 1988 Convention by focusing on the potential of
substances as precursors in the manufacture of methamphetarnines. The proposal to add ephedrine
to Schedule IV of the 1971 Convention is the type of controlled substance scheduling decision the
U.S. government has intentionally avoided due to the necessity of ensuring consumer access to
effective OTC drug and dietary supplement products containing ephedrine or herbal ephedra. The
thrust of U.S. laws that address ephedrine or herbal ephedra involve diversion, not abuse. Problems
with diversion of ephedrine, which do not relate to herbal ephedra, have already been addressed
domestically through the registration controls placed on these products at state and federal levels
and internationally through the 1988 Convention. Broad based restrictions that would result from
scheduling under the 1971 Convention are unwarranted, unjustified, and devoid of factual support.

B. Congress Evaluated Ephedrine - and Opted to Regulate it as a “Listed
Chemical” and not a Controlled Substance

Ephedrine is not a controlled substance in the United States under the federal Controlled
Substances Act (“CSA”). Ephedrine is, however, a “listed chemical” under that law and the three
Acts that have amended the CSA (which were intended to prevent diversion of substances into the
illicit market). The Chemical Diversion Trafficking Act of 1988, the Domestic Chemical Diversion
Control Act of 1993, and the Comprehensive Methamphetamine Control Act of 1996 amended the
CSA and provided the DEA with significant powers to address the diversion of ephedrine or herbal
ephedra as a precursor in illicit methamphetarnine production. Congress did not make products
containing ephedrine or herbal ephedra subject to a controlled substances schedule. Congress
focused on the diversion of ephedrine as a precursor to the manufacture of methamphetamines--
not on the risks of direct abuse of ephedrine or herbal ephedra. In addition, several states have
developed regulations addressing the diversion of ephedrine that also follow the U.S. federal
framework.

Ephedrine is a List I chemical under the CSA.lG A List I chemical is defined as “a chemical
specified by regulation of the Attorney General as a chemical that is used in manufacturing a
controlled substance in violation of this subchapter and is important to the manufacture of the
controlled substances... .“17 Because ephedrine is a List I chemical, its manufacture and distribution

16 Section 102(34)(C) of the CSA, 21 U.S.C. $ 802(34)(C).

17 ~.
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is regulated by the DEA. Most persons who manufacture or distribute a List I chemical are required
to register annually with the United States Attorney General. Mso, each regulated person who
engages in a regulated transaction involving a “listed chemical” must keep a record of the
transaction for two years after the date of the transaction.

If ephedrine abuse presented a significant problem in the United States, FDA, DEA, and
Congress would have taken swift regulatory measures to attempt to prevent or curtail this abuse by
classifying ephedrine as a controlled substance. As noted, however, ephedrine is not a controlled
substance but rather is only a List I chemical. Therefore, when Congress made this determination, it
decided that synthetic or single enti~ ephedrine maybe implicated in the manufacture of a
controlled substance (i.e., ephedrine may be a “listed chemical”), but did not classify ephedrine as a
controlled substance.lg

The proposed scheduling of ephedrine as a Schedule IV controlled substance by the UN
could require the implementation of regulations in the U.S. to fully incorporate the provisions of the
1971 Convention, including requiring medical prescriptions to dispense ephedrine as well as licenses
for manufacturers, distributors and retailers of ephedrine products. These regulatory requirements
contradict the U.S. Congress’s intent, reflected in the regulation of ephedrine as a “listed chemical”
only, to maintain consumer access to ephedrine products without prescription. The international
scheduling requirements would erode the ability of the U.S. to regulate a therapeutic and beneficial
substance in the most effective and appropriate manner for its use in this country.

Due to the absence of evidence to support the characterization of ephedrine as a controlled
substance, dietary supplement products that contain ephedra should clearly be outside the scope of
controlled substance regulation. In fact, even the DEA has confirmed that dietary supplement
products that contain herbal ephedra are distinguishable from bulk ephedrine and drug products
that contain ephedrine. DEA has proposed the exemption of “chemical mixtures” that contain
ephedra from DEA regulatory requirements, 1P DEA indicated that dietary supplement products that
contain herbal ephedra maybe formulated in such a way that they cannot be easily used in the illicit
production of a controlled substance, and the ephedrine cannot be readily recovered at doses
sufficient to be used for illicit purposes.20 DEA has therefore acknowledged that the frequency with
which dietary supplement products that contain ephedra have been abused is low.

v. Economic and Social Factors Should be Considered in Scheduling Decisions

Under Article 2, paragraph 5 of the 1971 Convention, the CND is to consider economic and
social factors, among others, when determining whether to add a substance to any schedule. The
U.S. should consider the detrimental impact the proposed scheduling of ephedrine will have on both

18 Ephedrine is a mild central nervous system stimulant with potency, at normal therapeutic doses, similar to that of
caffeine. Caffeine, which is regulated by FDA as a stimulant drug ingredient (see 21 C.F.R. $ 340.10), has never
even been considered for scheduling as a controlled substance. It is therefore undoubtedly the case that the
pha.nnacological properties of ephedrine, and the potential for abuse, are of a different order of magnitude from
those substances currently characterized as controlled substances.

19 63 Fed. Reg. 49506 (September 16, 1998).

20 ~. (DEA proposed an ephedrine concentration limit, which is under review, to ensure compliance with these
standards.)
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consumers and businesses in this country. The proposed scheduling of ephedrine would restrict
consumer access to products containing pure or synthetic ephedrine, such as bronchodilators, that
FDA has concluded are safe for over-the-counter use when properly labeled and taken as directed.21
Furthermore, over five million people consume dietary supplement products containing ephedra in
the United States each year according to conservative estimates. If ephedrine is added to Schedule
IV of the 1971 Convention, these millions of consumers would be prohibited from purchasing over-
the-counter dietary supplements that contain ephedr~ prescriptions from licensed health care
practitioners would be required to obtain such products.

The impact of the scheduling of ephedrine on U.S. businesses that manufacture or distribute
ephedrine and herbal ephedra-containing products would be severe as well. FDA has estimated that
there are between 200 and 5,OOOproducts containing ephedrine alkaloids on the market.22
According to estimates by the dietary supplement industry and the U.S. Small Business
Administration, a significant number of the several hundred thousand businesses that would be
impacted by the proposed scheduling are “small” businesses.23

VI. If Further Controls Would be Needed (and They are Not), the 1988 Convention is the
Proper Mechanism to Address Concerns Regarding the Use of Ephedrine or Herbal
Ephedra as Precursors in the Manufacture of Illicit Drugs

A. 1988 Convention Overview

Ephedrine is listed in Table 1 of the 1988 Convention as a precursor chemical. The 1988
Convention was enacted to reinforce and supplement the 1971 Convention to more effectively
address the illicit production of, demand for, and traffic in narcotic drugs and psychotropic
substances. 24The 1971 Convention, on the other hand, focuses on the risks associated with the
scheduled substances themselves. As described in more detail above (see Section III), the abuse
risks of ephedrine or herbal ephedra are not significant enough to warrant scheduling.

The 1988 Convention sets forth a number of measures to be adopted by the Parties to the
Convention (“Parties”) to prevent the diversion of listed substances, including, among others:

● establishing a system to monitor the international trade of listed substances;
● authority to seize listed substances if evidence shows they are being used as a precursoq

. labeling and documentation requirements for imports and exports of listed substances;
● record-keeping requirements for imports and exports of listed substances.25

21 &21 C.F.R. Parts 341.16 (“Bronchodilator active ingredients.”).

22 62 Fed. Reg. 30,678,30,710 (June 4, 1997).

23 & Comments from the Sma.11Business Administration to FDA regarding FDA’s proposed tule for dietary
supplements containing ephedrine alkaloids (February 3, 1998)&e Attachment A).

24 & 1988 Convention, Preamble and Article 2.

25 ~ 1988 Convention, Article 12 (9)(a) -(e).
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Thus, new concerns regarding the diversion of ephedrine for the illicit manufacture of drugs
or psychotropic substances could be fully addressed by the 1988 Convention. No problem of this
type exists for dietary supplements containing herbal ephedra. Parties are continuing to take action
to ensure that their domestic policies fully incorporate the provisions of the 1988 Convention. The
United States, for example, enacted the 1993 Domestic Chemical Diversion Control Act
(“DCDCA”) in part to address domestic regulations that were inconsistent with the requirements of
the 1988 Convention. Moreover, the DEA has in fact recently proposed a regulation seeking to
implement the DCDCA in an effort to prevent the diversion of chemical mixtures containing listed
subst antes.2s

B. Potential Conflict Between the 1971 Convention and the 1988 Convention

Adding ephedrine to Schedule IV of the 1971 Convention, when it is already listed in and
regulated by the 1988 Convention, will create confusion among the Parties and make enforcement
of any restrictions on ephedrine troublesome. It is unclear whether the regulatory requirements
(such as labeling and recordkeeping for imports and exports) and enforcement tools (such as the
authority to seize listed substances used as precursors) applicable to ephedrine as a chemical listed
under the 1988 Convention would still apply if the substance is scheduled as a controlled substance
under the 1988 Convention. It is also unclear whether actions in compliance with one of the
Conventions would satisfy the requirements of the other, or if separate record keeping and
monitoring systems, for example, would be necessary under each Convention. As the Committee
pointed out in its recommendation, the overlapping jurisdictions of the 1971 Convention and the
1988 Convention would likely make “full effective international regulations of ephedrine difficult.’’”

Furthermore, the Committee stated that interpretation of these two Conventions by the
International Narcotic Control Board and W’HO is needed.2* A formal interpretation, however, has
not been promulgated. Accordingly, it is not prudent to add additional international regulations
when the jurisdiction of the proposed regulations is in question. The United States should not
support international regulations when the domestic regulatory impact of these regulations is unclear
due to the confusion regarding the jurisdiction of the Conventions. At a minimum, the DSSSC feels
that the United States should demand that the jurisdiction of the 1971 and 1988 Conventions be
clarified before considering the Committee’s recommendation on this matter.

VII. The United States Can Exclude Herbal Ephedra Pursuant to Provisions in the 1971
Convention

To prevent disruption of the current U.S. regulatory system, preserve sovereignty, and avoid
international pressure, the U.S. should vote against any scheduling of ephedrine and particularly
herbal ephedra under the 1971 Convention. However, there are several means by which the U.S.
could potentially exclude ephedra and dietary supplements containing ephedra from any restrictions
imposed on ephedrine, pursuant to provisions of the 1971 Convention.

26 63 Fed. Reg. 49506 (September 16, 1998).

27 64 Fed.Reg. 1629,1630 (’January 11, 1999).

28 ~.
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A. If the ~ Erroneously Schedules Ephedrine, the Will of Congress Should be
Followed Domestically and the U.S. Should Exempt Itself from Implementing
This Regulation

Under Article 3, paragraph 2 of the 1971 Convention, a preparation maybe exempted from
certain control measures if it is compounded in such a way that it presents little or no risk of abuse
such that the substance cannot be recovered from the preparation in a quantity liable for abuse. The
DSSSC believes that dietary supplements containing herbal ephedra are compounded in such a way
that they cannot be easily and practically used in the illicit manufacture of a controlled substance (if
they can be used at all) and thus present at most a negligible risk of being used as a precursor
chemical. Furthermore, as explained throughout this document, such preparations pose no risk of
“abuse.”

B. Parties May Elect Not to Apply Certain Provisions of the Convention

In the alternative, under Afiicle 2, paragraph 7 of the 1971 Convention, a party may decline
to implement certain provisions in the applicable schedule upon notice to the Secretary-General of
“exceptional circumstances.” The DSSSC believes that based on the safe and beneficial use of
dietary supplements containing herbal ephedra and the unfounded, extreme restrictions that would
result from including herbal ephedra in any scheduling of ephedrine, “exceptional circumstances”
would demand that the United States notify the Secretary-General that it is not in a position to
implement all provisions of any scheduling imposed on ephedrine,

VIII. Conclusion

Scheduling of ephedrine or herbal ephedra under the 1971 Convention is misguided and
unnecessary. The factual record for ephedrine does not support the conclusion that the substance
should be scheduled as a controlled substance under the 1971 Convention. There is insufficient
evidence of widespread abuse of ephedrine in the U.S. or globally to justifj its international
regulation as a controlled substance. While forty-six countries reported to the W’HO that ephedrine
is used therapeutically for medical purposes, only the U.S. and Costa Rica reported any ephedrine
“abuse.” As noted, however, the term “abuse” appears to have been misused.

In any event, sufficient controls are currently available in the U.S. and throughout the world
to address any problems associated with ephedrine in an appropriate manner. The 1988 Convention
provides sufficient mechanisms to control ephedrine use, and in the U.S. ephedrine is regulated as a
“listed chemical” subject to significant regulatory controls.

If, however, ephedrine is added to any schedule of the 1971 Convention, herbal ephedra and
dietary supplements containing herbal ephedra should not be scheduled. There is no evidence that
herbal ephedra produces a state of dependence or addiction. Herbal ephedra and dietary
supplements containing herbal ephedra are simply not “abused.” Therefore, herbal ephedra and
dietary supplements containing herbal ephedra do not meet the criteria required for scheduling
under the 1971 Convention, and should be excluded from any scheduling that maybe imposed on
ephedrine.

13



Importantly, potential use of a substance of as a precursor should not be considered in a
scheduling decision under the 1971 Convention, the purpose of which is to address the abuse
potential of a substance. The 1988 Convention is the proper means to address precursor use, and
this Convention already includes ephedrine as a regulated substance. Nevertheless, even if potential
precursor use is mistakenly considered in the decision to schedule ephedrine under the 1971
Convention, there is little credible evidence indicating that herbal ephedra, particularly when present
in low levels in dietary supplement products, is used as a precursor in the illicit manufacture of
methamphetarnines. DEA’s suspect data regarding the alleged seizure of herbal ephedra products as
potential precursor material should not form the basis for the U.S. to determine that herbal ephedra
is in fact successfully used in the manufacture of methamphetamines. The evidence indicates that
using herbal ephedra and dietary supplements containing herbal ephedra to synthesize
methamphetamines is chemically difficult, if not impossible. Furthermore, the U.S. has a regulatory
scheme in place to adequately address any legitimate concerns regarding the precursor use of a
substance. Consequently, unfounded concerns regarding the use of herbal ephedra in the
manufacture of methamphetamines does not justify scheduling the substance under the 1971
Convention.

In addition to the scientific factors supporting the exclusion of herbal ephedra, the CND
may take into consideration economic, social, legal, administrative, and other relevant factors when
determining whether to add ephedrine to Schedule IV of the Convention and whether to exclude
ephedra from the Schedule. The DSSSC urges the United States to consider the impact of
restricting the access of millions of consumers to herbal ephedra and products containing herbal
ephedra. The proposed scheduling would have a devastating impact on hundreds of thousands of
businesses - the manufacturers, distributors, and retailers of lawful dietary supplement products
containing herbal ephedra. The DSSSC believes that the United States should support efforts to
distinguish herbal ephedra, and products that contain herbal ephedra, from pure ephedrine. Even if
restrictions are imposed upon ephedrine, such restrictions should not be imposed upon herbal
ephedra and dietary supplement products that contain herbal ephedra.

Respectfully submitted,

Stuart M. Pape
James R. Prochnow
Daniel A. Kracov

Counsel to the Dietary Supplement Safety
and Science Coalition
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April 8, 1998
Test Report FAG.C8-0730

Page 1 of 1
Me~aboiife Jnternarional Inc.
5070 Same Fe Street
San Diego, CA 92109

Attn: Mike Ellis

One case of Metabolize D;etary Supplemem 356 was received March
23, 1998, The label listing the ingredients in this pr~duct is attached.

It was requested that we attempt to produce methamphetamines from
the Metabolize f)ietary Supplement using rhe “street” method Dubtistwd

in ThIS Journal of Forinsic-sciences, Vcd~40, No. 4, July 1995:

The tab[ets were initially analyzed for ephedra content by High
Perforrnanca Liquid Chromatography (I+PLCI. Each table~ was found to
contain 13.1 mgitablet orI average of ephedra aikdelds.
~fa oonterns of the la bgttfes of Metabolize Detary Suppkment 356
were ground resulting in approximately 1.3 kg of starting materia~
(13.7 g aphedre alkaloids). The material was extracted into meth~oi
and the extract was reacted with red ptmaphorus and fiydriadic acid for
five hours. The resutting mixture was basifierd and e)ctrac?ecj into fnmn.

Tho freon was then acidfid using hydrogen chlaride gas, This stmu{d
have resultd in the producdon of metharnphmamine crystals, however
itformed a blsck tar tike material. The material was tasted by Gas
@tromatography/Mass Spectroscopy (GC/MSl and found 10 contain
mosd y ephedra alkaloids and caffeine, the presance of
med’iamphxam”rre was not detected.

The pracedure described above was performed accordkg to the method
published in The Journal of Forensic Sciences, vol. 4.0. No 4, July
199!5, Wad %phedra’s Rale As a Precursor in the Clandestine
Manufacture of Metham@etamine- by K.M. Andrews. 8ased on our “’
analysis, it does nat appear that this publkhed rnathad can be used to [

make methamphatam”me from Metabofife’sDiary Supplement 356. !
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